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DETAILED ACTION 

ElectionlRestrictions 

1 . Applicant's election with traverse of group XI in the reply filed on 1 2 February 20 1 0 is 
acknowledged. The traversal is on the ground(s) that the restriction should be withdrawn. This is not 
found persuasive because doing a complete search on formula I of claim I is burdensome. Searching 
each possibility of a compound embraced by formula I requires multiple independent searches based on 
the meaning of variable T. It is noted that when variable T is piperidine, variable D can be a cyclic group 
(this search can be run). Consequently, this type of search was done. 

The requirement is still deemed proper and is therefore made FINAL among groups where 
variable T is different. 

Specification 

2. The abstract of the disclosure is objected to because there is no ending period. Correction is 
required. See MPEP § 608.0 1 (b). 

Priority 

3. The priority date of the instant application is 1 9 November 2004. 

Information Disclosure Statement 

4. The information disclosure statement filed I 2 February 20 1 0 has been acknowledged and 
considered. 

Claim Objections 

5. Claim I is objected to because of the following informalities: a species is listed after the genus 
of formula I. Appropriate correction is required. It is unclear why this compound is recited after the 
genus. 

Claim Rejections - 35 USC §112 

6. The following is a quotation of the first paragraph of 35 U.S.C. I 1 2: 
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The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art 
to which it pertains, or with which it is most nearly connected, to make and use the same and shall set 
forth the best mode contemplated by the inventor of carrying out his invention. 

7. Claims I - 1 3, 1 5- 1 9, 22-26, 28, 30-38, 40, and 4 1 are rejected under 35 U.S.C. I 1 2, first 

paragraph, because the specification, while being enabling for compounds in which variable D is phenyl, 

piperidine, quinoline, or I -azabicyclo[2.2.2] octane and variable T is piperidine, phenyl, piperazine, 

morpholine, or cyclohexane , does not reasonably provide enablement for all compounds encompassed 

by the genus of formula I. The specification does not enable any person skilled in the art to which it 

pertains, or with which it is most nearly connected, to make and/or use the invention commensurate in 

scope with these claims. 

The factors to be considered in determining whether a disclosure meets the enablement requirements of 
35 U.S.C. I 1 2, first paragraph, have been described in In re Wands, 858 F.2d 73 1 , 8 USPQ2d 1 400 (Fed. 
Cir., 1 988). The court in Wands states, "Enablement is not precluded by the necessity for some 
experimentation, such as routine screening. However, experimentation needed to practice the invention 
must not be undue experimentation. The key word is 'undue', not 'experimentation'" (Wands, 8 
USPQ2sd 1 404). Clearly, enablement of a claimed invention cannot be predicated on the basis of quantity 
of experimentation required to make or use the invention. "Whether undue experimentation is needed 
is not a single, simple factual determination, but rather is a conclusion reached by weighing many factual 
considerations" (Wands, 8 USPQ2d 1 404). Among these factors are: (I) the nature of the invention; (2) 
the breadth of the claims; (3) the state of the prior art; (4) the predictability or unpredictability of the art; 
(5) the relative skill of those in the art; (6) the amount of direction or guidance presented; (7) the 
presence or absence of working examples; and (8) the quantity of experimentation necessary. 

Consideration of the relevant factors sufficient to establish a prima facie case for lack of 
enablement is set forth herein below: 

(/) The nature of the invention and (2) the breadth of the claims: 

The claims are drawn to compounds in which a piperidine ring is modified with a Q- 

cyclic group at its 4-position and a C(0)-CH(R')-(NR 3 or 0)-C(0 or S or NH or N-CN 

or N-NC>2)-ND-cyclic group at its one I -position. Thus, the claims taken together with 

the specification imply that all compounds embraced by this genus can be prepared. 



(3) The state of the prior art 
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The prior art (discussed below under the 35 U.S.C. 1 02 and 1 03 rejections) describes 
that compounds in which variable D is piperidine 

(4) The predictability or unpredictability of the art: 

The prior art (see references applied under 35 U.S.C. 1 02 and 1 03 rejection) teaches 
that compounds in which variable D is phenyl, quinoline, piperidine, or I- 
azabicyclo[2.2.2]octane and variable T is piperidine, phenyl, piperazine, morpholine, or 
cyclohexane can be prepared. 

(5) The relative skill of those in the art: 

Those of relative skill in the art are those with level of skill of the authors of the 
references cited to support the examiner's position (MD's, PhD's, or those with 
advanced degrees and the requisite experience in preparation of compounds embraced 
by instant formula I). 

(6) The amount of direction or guidance presented and (7) the presence or absence of working 
examples: 

The specification has provided guidance for guidance for compounds in which variable D 
is phenyl, piperidine, quinoline, or l-azabicyclo[2.2.2]octane and variable T is piperidine, 
phenyl, piperazine, morpholine, or cyclohexane can be prepared. 

However, the specification does not provide guidance for not all compounds 
encompassed by instant formula I. 

(8) The quantity of experimentation necessary: 

Considering the state of the art as discussed by the references above, particularly with regards 
to claims I - 1 3, 1 5- 1 9, 22-26, 28, 30-38, 40, and 4 1 and the high unpredictability in the art as evidenced 
therein, and the lack of guidance provided in the specification, one of ordinary skill in the art would be 
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burdened with undue experimentation to practice the invention commensurate in the scope of the 
claims. 

8. Claims 23 and 24 are rejected under 35 U.S.C. I 1 2, first paragraph, because the specification, 

while being enabling for the inhibition of thrombosis (through Factor Villa and Xa) and melanomas 

(through Factor Vila), does not reasonably provide enablement for alleviation of all cancers. The 

specification does not enable any person skilled in the art to which it pertains, or with which it is most 

nearly connected, to make and/or use the invention commensurate in scope with these claims. 

The factors to be considered in determining whether a disclosure meets the enablement requirements of 
35 U.S.C. I 1 2, first paragraph, have been described in In re Wands, 858 F.2d 73 1, 8 USPQ2d I400 (Fed. 
Cir., 1 988). The court in Wands states, "Enablement is not precluded by the necessity for some 
experimentation, such as routine screening. However, experimentation needed to practice the invention 
must not be undue experimentation. The key word is 'undue', not 'experimentation'" (Wands, 8 
USPQ2sd 1 404). Clearly, enablement of a claimed invention cannot be predicated on the basis of quantity 
of experimentation required to make or use the invention. "Whether undue experimentation is needed 
is not a single, simple factual determination, but rather is a conclusion reached by weighing many factual 
considerations" (Wands, 8 USPQ2d 1 404). Among these factors are: (I) the nature of the invention; (2) 
the breadth of the claims; (3) the state of the prior art; (4) the predictability or unpredictability of the art; 
(5) the relative skill of those in the art; (6) the amount of direction or guidance presented; (7) the 
presence or absence of working examples; and (8) the quantity of experimentation necessary. 

Consideration of the relevant factors sufficient to establish a prima facie case for lack of 
enablement is set forth herein below: 

(I) The nature of the invention and (2) the breadth of the claims: 

The claims are drawn to inhibition of Factor Vila or Xa with a compound in which a 
piperidine ring is modified with a Q-piperidine substituent and cyclic group-NH-C(0, S, 
or N)-NR 3 /0-CH(R')-C(0) group. Thus, the claims taken together with the 
specification imply that a compound embraced by formula I can inhibit a disease 
mediated by inhibition of Factor Vila or Xa. 

(3) The state of the prior art and (4) the predictability or unpredictability of the art: 

Turpie (Expert Opinion on Pharmacotherapy, 2004, 5(6), I 373-84) describes that Factor 
Xa inhibition leads to antithrombotic therapy. 
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Hembrough et al. (Cancer Research, 2003, 63, 2997-3000) describes that less Factor Vila 
inhibitor is required in antithrombotic therapy than in alleviation of melanoma (page 
2998, paragraph I , and page 3000, paragraph 2). 

Cancer is more than 1 00 different diseases ("Cancer definition", 

http.7/www.medterms.com/script/main/art.asp?articlekey=2580, accessed 27 November 
2007). 

(5) The relative skill of those in the art 

Those of relative skill in the art are those with level of skill of the authors of the 
references cited to support the examiner's position (relative skill of those in this art is 
MD's, PhD's, or those with advanced degrees and the requisite experience in the 
inhibition of factor Xa or Vila in a patient). 

(6) The amount of direction or guidance presented and (7) the presence or absence of working 
examples: 

The specification has provided guidance for alleviation of a melanoma and thrombosis in 
a patient. 

However, the specification does not provide guidance for alleviation of the broad 
spectrum of cancers. 

(8) The quantity of experimentation necessary: 

Considering the state of the art as discussed by the references above, particularly with regards 
to claims 23 and 24 and the high unpredictability in the art as evidenced therein, and the lack of guidance 
provided in the specification, one of ordinary skill in the art would be burdened with undue 
experimentation to practice the invention commensurate in the scope of the claims. 

9. The following is a quotation of the second paragraph of 35 U.S.C. I 1 2: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

1 0. Claims I -5, 7- 1 3, 1 5, 1 6, 22-26, 28, 38, 40, and 4 1 rejected under 35 U.S.C. I 1 2, second 

paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject matter 

which applicant regards as the invention. In these claims, the C(R 2 ) n (where variable n is zero, one or 

two) group has an unfulfilled octet for the carbon atom where n is zero or one. What substituents do 

applicants intend to be present when n is zero or one? Do applicants mean to say -[C(R 2 ) 2 ] n -? The 

intended meaning is not clear in the claims. 

I I . Claims I 3, 1 8, 1 9, and 20 recite that variable X can be NR. 3 '. There is insufficient antecedent 
basis for this limitation in the claim because variable R 3 ' is not recited in claim I . In claim I , variable R 3 
exists. 

Claim Rejections - 35 USC § 102 

1 2. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that form the basis 
for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use 
or on sale in this country, more than one year prior to the date of application for patent in the United States. 

1 3. Claims 1 , 4, 5, 6, 9, 1 0, 1 2, 1 3, 1 5, 1 6, 22, 25, 26, and 28 are rejected under 35 U.S.C. 1 02(a) as 
being anticipated by Aissaoui et al. (WO 2003048154, published 1 2 June 2003, IPC C07D40I/I2). 
Aissaoui describes compound 239 (page 20, shown below). In this compound, the following definitions 
are applied: D is 2-methyl-4-quinolinyl; Y is O; X is NH; R 1 is isopropyl; Q is methylene; and T is phenyl. 
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SiJ L0€4?I7-S€-3 ZCAPLUS 

CN Ursa., i IS) — 2 -ssethyi- 1- I [4- >pheiiy.lia€thyl.$ -i-piperid.ir.vl.. carbany I ; propyl ] - 

t -(S-jset 1-4- a linyl - IE IZ NAME 



Pharmaceutical compositions are described (page 26, line 1 9 to page 27, line 30). Methods of use are 
described (page 25, line 2 to page 26, line 18). Scheme B (page 30) describes a synthesis that 
encompasses claim 22. 

1 4. Claims 1 , 6, 1 2, 1 3, 1 6, 22, 25, 26, and 28 are rejected under 35 U.S.C. 1 02(b) as being 
anticipated by Chen et al. (US 5721251, issued 24 February 1998). Chen describes compounds 
(example 1 07, column 1 68, lines 45-67, Registry number 203941-64-4, and salts thereof; example I 1 3, 
column 172, lines 1-23, Registry number 203941-73-5). Each of these compounds is shown below. In 
these compounds, D is 3-piperidinyl or I -azabicyclo[2.2.2]oct-3-yl, Y is O, X is NH, R 1 is CH(Me)-IH- 
indol-3-yl, Q is a bond, and T is 2-C(0)NMe e -phenyl ring. 
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RK 203S41-73-S ICA5.LUS 

Senzajside, 2-{l-f <2K, 3£j -2-r [ • {3S; -i-asabieyeio 12.2.22 ocre-3- 

yl amine] esrb»r.ylj «mtr*s 2 -3- •; iS-2.rid.oI-3-yI; -i-oxcbu-yl J -4-piperi-dinyI J -N , K— 

dimethyl- ;CA INDEX 

Ussoi'J! s ijsreochesist ry . 



Pharmaceutical compositions comprising these compounds are described (abstract; column 48, lines 7 to 
52; column 50, line 48 to column 51, line 35). The utility of these compounds is described (column 47, 
line 22-57; column 48, lines 53 to column 50, line 47). 

1 5. Claims 1 , 2, 4, 5, 1 2, 1 3, 1 5, 1 6, and 1 7 are rejected under 35 U.S.C. 1 02(b) as being anticipated 
by Holladay et al. (Bioorganic and Medicinal Chemistry Letters, 1 995, 5(24), 3057-62). Holladay describes 
compounds 1 9, 2 1 , 23, 1 2, 1 3, 1 5, 1 6, 1 7, 20, and 22 (each on page 3059), 33, 32 (page 3060), and 8 and 
9 (page 3058). These compounds are shown below. 

SH I €2 381-4 0-5 SCAFLL'S 

C£T ?ipezidane, 4-b«tsayI-l- [2 - [ [ [ i 3-®*shyiplienyI > sains- ] csrbor.yl ; ssu.no! -X-oxo- 
3 - iphenylmethcxy) propyl ; - .. - iJ-CI; *»~5. IHDSX HJGSS 

Absolute stereochemistry - 
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i?333€-33-S ZCSPLUS 
Cfs 5ip.Eridi.ne.. 3-be;-:S5-yI-2 - • 4.-zsezh yi-2 - ■ [ [ < 3- 

afeshylpheny-i ) assirio} cszbonyi i assise} -I-OKcpswtyll - , ; S s — -iSCI i |C& INDZK 

Absolute 2ter90ches;ii-ry . 



£N i?SS,3€-S0-S 2CJAPLUS 

■CN Fipe-ridia*, 4-beiiZ2-yl-l-[4-ja«thyl-2- [ J ;[ <3- 



SK 173SSS-32-G ZCAFLL-S 

CK Piperidins. 4 -benzc-vi- 1- Li - l E E *3-SRe«hyiph€.iyl5aaiin&S carkc.iyl3a»in»3 -1- 
oxs&exyl}-, {R} - i3CI; iCA INDEX KJSJEJ 

absolute stereochemistry! _ 
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?S L73 3S7-02-S ZCAPLUS 
febsolate steze odrasi s t; r y . 




atr i?4i?2-92-0 ZC&PLUS 

CK Sip.eridi.rie, S-faesz.oyl-i- f 2 - [ • i t3-»cthylphKRy2) sssItssj e&r»»T5yi3 sssinsj -1-stxa- 

c e i - _ i ^ * - :i,2i, rffi 

absolute 3tereochsaiacry . 




BK 274172-33-1 2CASLUS 

CK Piper idir»e , 4-r ~nz cyl- 1- : 2 - ; f ; - ~- _ _ = _ _ ^ -.,_ = _ _ -I-exs- 

3- [?phenyl5j.et.hyli3ulfir.yli propyl] -, [ R- i R* ,. S " ) ; - < SCI ; ;CA INSSX tS^E; 




1 6. Claims 1 , 2, 4, 5, 12, 13, 1 6, and 25 are rejected under 35 U.S.C. 1 02(b) as being anticipated by 
Kerwin et al. (US 5346907, issued I 3 September 1994). Kerwin describes compounds (column 8, lines 
59-60 and 66-67; column 9, lines 1-4 and 7-14) in which the following definitions apply: variable D is 3- 
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methyl-phenyl, unsubstituted phenyl, 3-methoxy-phenyl, 3-chlorophenyl, Y is O, X is NH, R 1 is 
methylene-O-benzyl, Q is C(O), and T is unsubstituted phenyl or 4-fluorophenyl. Each of these 
compounds is shown below. 

SN 1 €2821-40-5 ZCAkLUS 

CM Pipezidirve, 4-benscyl-i- 12-1 f £ ? 3-sechyipi.»er.y 1 ■ ssxtsno; carbonyl 3 asu.n»j -i-sxa- 
3- ipheni'Iffistiicy-y; propyl]-, ;5J- ;jCI; ;CA INDEX tfAMS 5 

Ah solute st*reoch6Ristry . 
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?i'J I€2 8ii-4;-0 ZCAPLUS 

CM ?iper£«£ine, 4 -benzoyl- 1- [i-cxo-2- [ • ^phenylsssirso; csrbcnyi ] sssirso] -5- 
^henyissechasKv;- propyl] -, i^- !3CI; ;CA IE'DS>; SSJSi 

Sbssinie stereochemistry . 




iS2£2I-4S-:l ZCAPLUS 

CK fiperidine , 4 - benzoyl- L-[2-l£[ • 3-saet;hoxyph.er<yl ; amino ■ csrbsayl j amine ] -i-oxa- 
3- iphenyl^eiihoxy: propyl] -, <R) - iSCI) 'Cft ItTDEX KSSE; 

Afcsaiu t e =- sreocfe essi sir y . 



PI-J L€23Sl-47-2 ZCA?LLTS 

CM Poperidine, 4 -benzoyl- i- [ 2 - [ [ [' ; 3-ohIoropheivyl 5 a' 
3- ;phenyIs-st;-o3ip: propyl; - ,. i'SCI) = CA INS2 



o] cazbonyl] aisiKoi -I-c«o- 



Sbsoliice stareochssisiry . 
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Pharmaceutical compositions are described (column 76, line 6 to column 77, line 1 7). These compounds 
antagonize cholecystokinin and gastrin (column I, lines 1 7-26) and are administered to mice in vivo (80 
Ug/ kg s.c.) (column 73, line 1 0 to column 75, line 7). 

Claim Rejections - 35 USC § 103 

1 7. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

18. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. I, 148 USPQ 459 (1966), 
that are applied for establishing a background for determining obviousness under 35 U.S.C. 1 03(a) are 
summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness or 
nonobviousness. 

1 9. Claims 1,6, 12, 13, 16, 22, 25, 26, and 28 are rejected under 35 U.S.C. 1 03(a) as being 
unpatentable over Chen et al. (US 572 1 25 1 , issued 24 February 1 998). 

Determining the scope and contents of the prior art 

Chen describes compounds (column 26, lines 15-30, Registry number 203941-69-9; example I 10, 
column 170, lines 1-67, Registry number 203941-70-2). Each of these compounds is shown below. In 
these compounds, D is 3-piperidinyl, Y is O, X is NH, R 1 is CH(Me)- 1 H-indol-3-yl, Q is a bond, and T is 
2-C(0)NMe e -phenyl ring. These compounds are shown below 
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£03 5 41- '-'3-2 ZCSS-^US 
CB B-esizs3Sii.de, 2- 11- { ?2R, 38) -3- UH-iiMioi-3-yI ? -2- ; f • Ksrfcyl i -3- 
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CSS 1 



CSS H44 S£ OS 
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Pharmaceutical compositions comprising these compounds are described (abstract; column 48, lines 7 to 
52; column 50, line 48 to column 51, line 35). The utility of these compounds is described (column 47, 
line 22-57; column 48, lines 53 to column 50, line 47). 

Ascertaining the differences between the prior art and the claims at issue 

In instant claim I , variable D is attached to an NH group. Chen describes compound in which variable 
D is attached to an N-Me group. 

Resolving the level of ordinary skill in the pertinent art 

Those of relative skill in the art are those with level of skill of the authors of the references cited to 
support the examiner's position (MD's, PhD's, or those with advanced degrees and the requisite 
experience in preparation of compounds of instant formula I). 

Considering objective evidence present in the application indicating obviousness or 
nonobviousness 

Sterling Drug Inc. v. Watson, Comr. Pats. (1 08 USPQ 37) teaches that the test to be applied in the matter 
of the patentability of a compound that is a homologue of another is that the beneficial characteristics 
are both unexpected and obvious." 

In the application of Sterling to the instant application, equivalency is taught between H and Me (the 
difference examples 1 07 and I 10 is NH-D (in example I 07) versus N(Me)-D (in example I 10). Since 
these compounds have therapeutic use (growth hormone promoters), sufficient motivation exists to 
prepare these compounds exists. 

Allowable Subject Matter 

20. Claim 2 1 is objected to as being dependent upon a rejected base claim, but would be allowable if 
rewritten in independent form including all of the limitations of the base claim and any intervening 
claims. 
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2 1 . Claims 2 1 is not anticipated or rendered obvious by the prior art of record because none of the 
references describe a compound in which Q is a halogen-substituted-phenyl ring and T is a piperidinyl, 
piperazinyl, or morpholine ring. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to NOBLE JARRELL whose telephone number is (57 1 )272-9077. The examiner can 
normally be reached on M-F 7:30 AM - 6:00 P.M. EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Mr. 
James O. Wilson can be reached on (57 1 ) 272-066 1 . The fax phone number for the organization where 
this application or proceeding is assigned is 57 1 -273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-2 1 7-9 1 97 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information system, call 800-786- 
9 1 99 (IN USA OR CANADA) or 57 1 -272- 1 000. 

/Noble Jarrell/ 
Examiner, Art Unit 1 624 



